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Material Reviewed/Consulted 
OND Action Package, including: 
CDTL Ellen Fields, M.D., M.P.H. 
CMC Craig Bertha, Ph.D., Prasad Peri, Ph.D. 
Clinical Pharmacology Srikanth Nallani, Ph.D., Yun Xu, Ph.D. 
Controlled Substance Staff Silvia Calderon, Ph.D., Michael Klein, Ph.D. 
OSI Arindam Dasgupta, Ph.D., Xikui Chen, Ph.D., 

Sam Haider, Ph.D. 
OSE/DMEPA Jibril Abdus-Samad, Pharm.D., Kellie Taylor, 

MPH, Carol Holquist, RPh. 
OSE/DRISK (patient labeling) Steve Morin, R.N., B.S.N., O.C.N., LaShawn 

Griffiths, MSHS-PH, BNS, RN 
OSE/DRISK (REMS) Megan Moncur, M.S., Danielle Smith, Pharm.D., 

M.S.,  Claudia Karwoski, Pharm.D. 
Project Management Lisa Basham, M.S., Parinda Jani 

 
OND=Office of New Drugs 
OSE= Office of Surveillance and Epidemiology 
DMEPA=Division of Medication Error Prevention and Analysis 
DSI=Division of Scientific Investigations 
DRISK=Division of Risk Management 
CDTL=Cross-Discipline Team Leader 
OSI=Office of Scientific Investigations (previously known as the Division of Scientific Investigations or DSI) 

1. Introduction  
 
Endo Pharmaceuticals has submitted this application for a reformulated version of their 
approved oxymorphone ER product, Opana ER.  This new formulation, developed with 
their partner Grünenthal GmbH, was intended to  
reduce accidental misuse and deter certain specific methods of abuse.  The support for 
the efficacy and safety of this new product was intended to be based entirely on 
bioequivalence to the previously approved product.  The new formulation will be dosed 
on the same schedule as the old formulation and will be available in the same dosage 
strengths. 
 
On January 7, 2011, a Complete Response (CR) Letter was issued for the original 
application of NDA 201655.  The current submission is the Applicant’s response to the 
CR Letter. 
 
 

Reference ID: 3056615

(b) (4)







 
Division Director’s Review and Summary Basis for Approval Action 

NDA 201655 
Opana ER (New Formulation) 

December 9, 2011 
 

5

Details regarding review of all clinical pharmacology data submitted during the first 
review cycle may be found in Dr. Nallani’s prior review, dated January 6, 2011. 
 
Bioequivalence of EN3288 to OPANA ER was established with the highest dose, 40 mg.  
The table below from Dr. Nallani’s review of the reanalysis shows the results of the BE 
studies.   

 
Table 3:  Summary Table of BE reanalyses of EN3288 40 mg compared to Opana ER 40 mg 

 
Source:  Dr. Nallani’s review, p. 3 
 

Additionally, the following table from Dr. Nallani’s review compares the results of Study 
EN3288-103 from the original analysis and the current reanalysis.  The Geometric Least 
Square Mean ratios and their 90% CIs of AUC and Cmax of oxymorphone, from the 
original analysis and reanalysis of plasma samples from the single oral 40 mg doses 
administered to fasted subjects are provided in the table below.  As indicated, the new 
formulation of oxymorphone ER is bioequivalent to the previous formulation of OPANA 
ER under fasting conditions according to both the original and resubmission results. 

 

Bioequivalence Analysis of Oxymorphone Pharmacokinetic Parameters After Single Oral Doses 
Administered to Fasted Healthy Subjects: 

Comparison of Original Submission and Resubmission 

 
Source:  Dr. Nallani’s review, p. 4 
 

The Clinical Pharmacology team has concluded that the results of Study EN3288-103 
establishing bioequivalence of OPANA ER with the new formulation are acceptable.  I 
concur with the review team. 
 

6. Clinical Microbiology  
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No clinical microbiology data were necessary for this application. 
 

7. Clinical/Statistical-Efficacy 
 
No efficacy studies were submitted in this application. 
 

8. Safety 
 
No new safety data were included in this submission. 

 

9. Advisory Committee Meeting   
 
This application was not taken to an advisory committee meeting as there were no 
unusual concerns regarding the efficacy or safety of this reformulated opioid product. 

 

10. Pediatrics 
 

Pediatric studies were not required for this application as a new formulation of an 
approved drug is not one of the types of applications requiring pediatric data under the 
Pediatric Research Equity Act. 
 

11. Other Relevant Regulatory Issues 
 
The following discussion of the OSI re-inspection has been reproduced from page 5 of 
Dr. Fields’ review: 
 

OSI conducted a re-inspection of  
in order verify the corrective actions regarding the above concerns.  Following the audit 
of the analyitical records of the reanalyses, there were no significant adverse findings, 
and OSI concluded that sufficient corrective actions were implemented for the current 
study  and recommended that the analytical data be accepted 
for Agency review.  

 
There were no clinical studies conducted in support of this application and, therefore, 
no financial disclosure was required. 

 

12. Labeling 
 
The following summary of the key labeling issues for this application has been 
reproduced from page 6 of Dr. Fields’ review: 
 

The Office of Surveillance and Epidemiology (OSE), Division of Medication Error 
Prevention and Analysis (DMEPA) reviewed the proprietary name OPANA ER, and 
found it acceptable for this product.  
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The following summary of the review team’s assessment of the Applicant’s proposed 
REMS has been reproduced from page 8 of Dr. Fields’ review: 
 

As an extended-release opioid, a REMS is required for approval.  The REMS must 
include a Medication Guide, an element to assure safe use (prescriber training), and a 
Timetable for Assessments.  The Applicant has submitted a proposed REMS including 
the required elements, and the Division and DRISK have agreed that the REMS is 
acceptable with inclusion of the modifications put forth by DRISK.  When the opioid 
class REMS is finalized, it will replace the REMS being approved with this application. 

 
 
 
 
 
 
 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Reference ID: 3056615

14 has been withheld as a duplicate copy of the “Complete Response Summary Review” dated January 7, 2011 
which is located in the “Medical Review” Section of this NDA approval package.



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

BOB A RAPPAPORT
12/09/2011

Reference ID: 3056615




